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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/USOO/00264 



I. Basis of the report 



1. With regard to the elements of the international application:* 
| x | the international application as originally filed 
the description: 



pages 
pages 
pages 



1-21 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



| xl the claims: 

pages 22*26 

pages NONE 

pages NONE 



, as originally filed 

, as amended (together with any statement) under Article 1 9 
, filed with the demand 



pages 



NONE 



, filed with the letter of 



| x| the drawings: 



pages 
pages . 
pages 



1-4 



NONE 



, as originally filed 

filed with the demand 



NONE 



| x| the sequence listing part of the description: 

pages NONE 

pages 

pages 



, filed with the letter of m 



NONE 



, as originally filed 

filed with the demand 



NONE 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

[^] the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
f the language of publication of the international application (under Rule 48.3(b)). 

| ~H the language of the translation furnished for the purposes of international prelirninary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

|" | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

j 1 furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

| I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
1 — 1 been furnished. 

4 | x| The amendments have resulted in the cancellation of: 



0 



the description, pages_ 
the claims, Nos. 



NONE 



NONE 



l~x| the drawings, sheets/ftg NONE 



5- | | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) Claims ±20 YES 

Claims NONE NO 

Inventive Step (IS) Claims NONE YES 

Claims 1-20 NO 

Industrial Applicability (IA) Claims J^O YES 

Claims NONE NO 



2. citations and explanations (Rule 70.7) 

Claims 1-17 lack an inventive step under PCT Article 33(3) as being obvious over Koyama in view of Tamaoki. Koyama 
teaches the creation of transgenic mice that express human alpha-fetoprotein. Tamaoki teaches the expression of genes in a 
variety of tissue types. Tamaoki teach the expression of human alpha-fetoprotein in vitro. In ivew of the fact that it is 
routine in the art to express a protein of interest in various tissues and body fluids of transgenic animals it would have been 
obvious to express human alpha-fetoprotein in the milk or urine of a transgenic animal, particularly a cow, sheep, or goat 
such that the specified body fluid may be collected and the recombinant human alpha-fetoprotein extracted. 

Claims 18-20 lack an inventive step under PCT Article 33(3) as being obvious over the prior art as applied in the 
immediately preceding paragraph and further in view of Murgita. Murgita teaches the administration of recombinant human 
alpha-fetoprotein to treat cancer or suppress the proliferation of bone marrow in a mammal. In view of the fact that human 
alpha-fetoprotein can be used to treat cancer it would have been obvious to use large mammals such as cows, sheep, or 
goats as bioreactors to produce recombinant alpha-fetoprotein in their milk or urine. 

NEW CITATIONS 

NONE 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

The description is objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 5 because it fails to contain an 
adequate written description of any and all transgenic non-human mammals that express hAFP. The description is inadequate 
because: Applicants do not appear to be in possession of the invention as reduction to practice has not been demonstrated. It 
would not be possible to envision the detailed chemical structure of any and all transgenic non-human mammals comprising a 
transgene which comprises a nucleotide sequence encoding hAFP and any corresponding phenotype resulting from transgene 
expression. 

The description is objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 5 because it fails to adequately 
enable practice of the claimed invention because: the claimed transgenic non-human mammals have been contemplated in 
prophetic terms only. The art of transgenics is unpredictable with regard to transgene expression and a corresponding phenotype 
resulting from transgene expression. The specification does not provide any working examples that correlate transgene 
expression with a phenotype in any transgenic non-human mammal, particularly production of hAFP in the urine or milk of 
said transgenic mammal. 

The description is objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 5 because it fails to adequately 
enable practice of the claimed invention because: the claimed methods of treatment comprising administration of hAFP to a 
patient are not supported by the specification. The art of treatment of patient by administration of a polypeptide is unpredictable. 
The specification does not provide any working examples that demonstrate a correlation between administration of hAFP with 
a therapeutic effect in a patient. As the claims are directed to a method of treatment in a patient the appears to be no other reason 
for using such a method other than to provide a therapeutic benefit. 

Claims 1-2 are objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 6 because the claims are indefinite 
for the following reason(s): the term "substantially pure" is a relative term that is not defined by either the claims or the 
specification. It is not clear exactly how pure a "substantially pure nucleic acid molecule" is when compared to any nucleic acid 
molecule. The metes and bounds of "substantially pure" can not be determined from the claim as written. 
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Human Alpha-Fetoprotein as Inhibitors of Estrogen-Dependent 
Breast Cancer Growth. Breast Cancer Research and Treatment. 
September 1992. Vol. 45. No. 2. pages 169-179, especially page 
175. 

KOYAMA et al. Lectin Affinity Electrophoretic Demonstration of 
Tissue Specificity and Malignant Alteration of Human a-Fetoprotein 
Isoforms Produced in Transgenic Mice. Biochemical and 
Biophysical Research Communications. June 1996. Vol. 223. No. 
3. pages 757-761, especially page 758. 



14,16, 
18-19 



14,16, 18-19 



fx] Further documents are listed in the continuation of Box C. | | See patent family annex. 
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"A" document defining the general state of the art which is not considered 

to be of particular relevance 

"E" earlier document published on or after the international filing date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use. exhibition or other means 

"P" document published prior to the international filing date but later than 

the priority date claimed 



"T" later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"&" document member of the same patent family 
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